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Gl 




AB The invention is directed to piperazinones I and their pharmaceutically 

acceptable salts, prodrugs, N-oxides, hydrates, and solvates [wherein A = CH 
or N; Gl and G2 = LlCyl or L2Cy2; Cyl and Cy2 = (un) substituted aryl, 
heteroaryl, cycloalkyl, cycloalkenyl , heterocyclyl , etc.; LI = null, O, S, SO, 
S02, or (un) substituted sulfamoyl, methylene, (alkyl) keto (alkyl ) , carbamoyl, 
etc.; L2 = null or linking group; Rl, Rla, R2 , R2a, R3 , R3a, R4 , R4a = 
independently H, carboxy, alkoxycarbonyl, alkyl, (hetero) aryl, aralkyl, 
heteroarylalkyl , etc.; m and n = independently 0-2], The compds. inhibit 
factor Xa (no data) and factor Ila, and thereby the production of thrombin, 
and are thus useful as anticoagulants in the treatment of a wide variety of 
conditions. The invention is also directed to pharmaceutical compns., 
synthetic intermediates, and a method of inhibiting factor Xa. Examples 
include the synthesis of approx. 1600 invention compds. and several hundred 
intermediates. For instance, condensation of 5-chloro-2-thienyloxyacetic acid 
with the corresponding N-benzyloxycarbonyl -protected piperazinone derivative 
(prepns. given), using DIPEA and TBTU in DMF, gave II. 

IT 323595-74-OP 

RL: RCT . (React ant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of piperazinone derivs . and other substituted 
oxoazaheterocyclyl compds. as factor Xa/Ila inhibitors) 
RN 323595-74-0 HCAPLUS 

CN lH-Pyrrolo[3,2-c]pyridine-l-carboxylic acid, 2- [ [ (2R) -4 - [ (6- 
chlorobenzo [b] thien-2-yl) sulfonyl] -2- (methoxymethyl) -6-oxo-l- 
piperazinyl] methyl] -, i, 1-dimethylethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




Page 4 of 33 



Serial No.: 10/628,093 

Structure Search 



=> FILE HCAPLUS 

FILE 'HCAPLUS* ENTERED AT 08:37:27 ON 20 FEB 2008 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 20 Feb 2008 VOL 148 ISS 8 
FILE LAST UPDATED: 19 Feb 2008 ( 20080219/ED) 

New CAS Information Use Policies, enter. HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
'OBI' IS DEFAULT SEARCH FIELD FOR 'HCAPLUS' FILE 

=> D QUE L31 

LI STR 



Me — 




Structure attributes must be viewed using STN Express query preparation. 

L2 41 SEA FILE=REGISTRY SSS FUL LI 

L31 6 SEA FILE^HCAPLUS ABB=ON PLU=ON L2 



=> S L31 NOT L32 

L47 5 L31 NOT L32 

=> FILE MARPAT 

FILE 'MARPAT' ENTERED AT 08:38:14 ON 20 FEB 2008 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS . 

COPYRIGHT (C) 2008 American Chemical Society (ACS) 



Page 5 of 33 



Serial No.: 10/628,093 

FILE CONTENT: 1961-PRESENT VOL 148 ISS 6 ( 200802 15/ED) 

SOME MARPAT RECORDS ARE DERIVED FROM INPI DATA FOR 1961-1987 

MOST RECENT CITATIONS FOR PATENTS FROM MAJOR ISSUING AGENCIES 
(COVERAGE TO THESE DATES IS NOT COMPLETE) : 



US 


2008004452 


03 


JAN 


2008 


DE 


102006031314 


03 


JAN 


2008 


EP 


1873224 


02 


JAN 


2008 


JP 


2008001611 


10 


JAN 


2008 


WO 


2008007169 


17 


JAN 


2008 


GB 


2439172 


19 


DEC 


2007 


FR 


2903012 


04 


JAN 


2008 


RU 


2314304 


10 


JAN 


2008 


CA 


2550557 


14 


DEC 


2007 



Expanded G-group definition display now available. ■ 

Effective December 15th the iteration and answer limits in MARPAT 
have increased from 100,000 to 200,000 for both on-line and batch 
searches. For more information on MARPAT search limits, type HELP 
SLIMITS at an arrow prompt. 



=> D QUE L3 9 

LI STR 




J' 



Structure attributes must be viewed using STN Express query preparation, 

L38 10 SEA FILE=MARPAT SSS FUL LI 

L3 9 10 SEA FILE=MARPAT ABB=ON PLU=ON L38/COM 



=> FILE BEILSTEIN 

FILE 'BEILSTEIN' ENTERED AT 08:38:29 ON 20 FEB 2008 

COPYRIGHT (c) 2008 Beilstein-Institut zur Foerderung der Chemischen Wissenschaf ten 
licensed to Beilstein GmbH and MDL Information Systems GmbH 

FILE LAST UPDATED ON January 3, 2008 

FILE COVERS 1771 TO 2007. 

*** FILE CONTAINS 10.119,480 SUBSTANCES *** 

>>>PLEASE NOTE: Reaction Data and substance data are stored in 

separate documents and can not be searched together in one query. 
Reaction data for BEILSTEIN compounds may be displayed 



Page 6 of 33 



Serial No.: 10/628,093 

immediately with the display codes PRE (preparations) and REA 
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Synthesis and evaluation of 1-arylsulf onyl-3 - 
piperazinone derivatives as factor Xa inhibitors IV. A 
series of new derivatives containing a 
spiro [5H-oxazolo[3, 2-a]pyrazine-2 (3H) ,4 • -piperidin] -5- 
one skeleton 

Nishida, Hidemitsu; Mukaihira, Takafumi; Saitoh, 
Fumihiko; Harada, Kousuke; Fukui, Miyuki; Matsusue, 
Tomokazu; Okamoto, At sushi; Hosaka, Yoshitaka; 
Matsumoto, Miwa; Shiromizu, Ikuya; Ohnishi, Shuhei; 
Mochizuki, Hidenori 

Discovery Research Center, Mochida Pharmaceutical Co., 
Ltd., Shizuoka, 412-8524, Japan 

Chemical & Pharmaceutical Bulletin (2004), 52(4), 
406-412 

CODEN: CPBTAL; ISSN: 0009-2363 
Pharmaceutical Society of Japan 
Journal 
English 

CASREACT 141:54295 
26 Apr 2004 



MeO 



AB In the course of development of factor Xa (FXa) inhibitors the title compds, 

were developed. Among such compds., ( - ) -7- [ ( 6-chloro-2- 
naphthalenyl) sulfonyl] tetrahydro-8a- (methoxymethyl) -1 ' - (4 -pyridinyl) - 
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spiro[5H-oxazolo[3,2-a]pyrazine-2 (3H) ,4 • -piperidin] -5-cine (I, M55529) had IC50 
2 nM, with high selectivity for FXa over thrombin and trypsin. 
229646-54-2 

RL: PAC (Pharmacological activity) ; BIOL (Biological study) 

(preparation of spiro [5H-oxazolo [3 , 2-a] pyrazine-2 (3H) , 4 ' -piperidin] -5-ones 
as factor Xa inhibitors) 

229646-54-2 HCAPLUS 

Piperazinone, 4- [ (6-chloro-2-naphthalenyl) sulfonyl] -6- (methoxymethyl) -1- 
[ [1- (4-pyridinyl) -4-piperidinyl] methyl] - (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I or II; A = MeNHC(:NH), l-methyliTnidazol-2-yl ; 

PrNMeC(:NH), etc. R = H, alkyl, cycloalkyl, etc.; Q = III-VII; Rl = H, halo, 
alkyl, etc.; Jl =- (un) substituted Ph, pyridyl, pyrimidinyl , furyl, thienyl; J2 
= (un) substituted 2-naphthyl, 2-benzothienyl, etc,; n = 0-2; m = 1-2; p = 0- 
1] , having activity against mammalian factor Xa (no data given) , and useful in 
vitro or in vivo for preventing or treating conditions in mammals 
characterized by undesired thrombosis, were prepared E.g., a multi-step 
synthesis of VIII was given. 

IT . 406493-62-7P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of piperazin-2 -one amides as inhibitors of factor Xa) 
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CN Benzenecarboximidamide, 4- [ [4- [ (6-chlorobenzo [b] thien-2-yl) sulfonyl] -2- 

(methoxymethyl) -6-oxo-l-piperazinyl] methyl] -N,N-dimethyl- (CA INDEX NAME) 
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AB Intravascular clot formation is an important event in a number of 

cardiovascular diseases. The prevention of blood coagulation has become a 
major target for new therapeutic agents. Factor Xa (FXa) is a trypsin- like 
serine protease that plays a key role in the blood coagulation cascade and 
represents an attractive target for anticoagulant drug development. We have 
investigated substituents in the central part of a lead compound (I, R = H: 
M55113), and discovered that compound I (R = C62H: M55551 (R) -4 - [ ( 6-Chloro-2- 
naphthalenyl) sulfonyl] -6-oxo-l- [[l-(4- pyridinyl) -4- piperidinyl] methyl] -2- 
piperazinecarboxylic acid) is a potent inhibitor of FXa (IC50 = 0.006 i^M) , with 
high selectivity for FXa over trypsin and thrombin. The activity of this 
compound is ten times more powerful than the lead compound 

IT 229646-54-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(preparation, factor Xa inhibition, and structure-activity relationships of 
piperazinones via modifications on piperazinonecarboxylate) 
RN 229646-54-2 HCAPLUS 

CN Piperazinone, 4- [ (6-chloro-2-naphthalenyl) sulfonyl] -6- (methoxymethyl) -1- 
[ [1- (4-pyridinyl) -4-piperidinyl] methyl] - (9CI) (CA INDEX NAME) 
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N— Z1-Z2-Q 
R9 I 



AB The title compds . I [Gl, G2 , G3 and G4 are each independently CH or N, with- 
the proviso that at least one of them is N; X and Y are each independently CH 
or N; Zl is S02 , CO or CH2 ; Z2 is a single bond, lower alkylene, lower 
alkenylene or lower alkynylene; Q is optionally substituted aryl or optionally 
substituted heteroaryl; and n is an integer of 1 to 3; Rl = H, halo, 
carbamoyl, etc.; R2 - R5 = H, or CR2, CR3 , CR4, CR5 = CO; R6 - R9 = H, 
alkoxycarbony 1 , etc.; m = 0 - 3] are prepared I are useful as cholesterol 
biosynthesis inhibitors, particularly as 2 , 3 -oxidosqualene cyclase inhibitors. 
In an in vitro test using cells, (R) -4- (4 -bromobenzenesulf onyl) -6- 
ethoxycarbonyl-1- [1- (4-pyridyl)piperidin- 4 -ylmethyl] piperazin-2-one at 0.01 
|ig/mL gave 37% inhibition of cholesterol biosynthesis. Formulations are 
given. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
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(preparation of piperazine derivs. as cholesterol biosynthesis inhibitors) 
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Absolute stereochemistry. 




RN 314757-27-2 HCAPLUS 

CN Piperazinone, 4- [ (4 -bromophenyl) sulf onyl] -6- (methoxymethyl ) -1- [ [1- (4- 
pyridinyl) -4 -piperidinyl] methyl] - , (63)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Title Compds, [I; Gl, X and Y represent each CH or N; Zl represents -S02CH:CH- 
or -S02-; Q represents aryl or heteroaryl ; and R2 to R9 represent each 
hydrogen or a substituent; n = 0-1] and salts thereof which specifically 
inhibit FXa, exert a potent anticoagulant effect and thus are useful as 
medicinal compns . are prepared Title compound I (Gl = N; X = N; Y = CH; n = 
0; R2 = H; R3 = H; R4 = H; R5 = H; R6 = H; R7 = H; R8 = H; R9 = H; Zl = (E) - 
S02CH:CH; Q = 4-C1C6H4) was prepared in two steps. 
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study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
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(preparation of aromatic compds. having cyclic amino or salts thereof as 
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inhibitors) 
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[ [1- (4-pyridinyl) -4 -piperidinyl] methyl] - (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 
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[ [1- (4-pyridinyl) -4-piperidinyl] methyl] (6S)~ {9CI) (CA INDEX NAME) 

T^bsolute stereochemistry . 
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[ [1- (4-pyridinyl) -4 -piperidinyl] methyl] monome thane sulfonate (9CI) ( 
INDEX NAME) 
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[ [1- (4 -pyridinyl ) -4 -piperidinyl] methyl] - , (6R)-, monomethanesulf onate 
(9CI) (CA INDEX NAME) 

CM 1 
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CMF C27 H31 CI N4 04 S 

Absolute stereochemistry. 
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[ [1- (4-pyridinyl) -4 -piperidinyl] methyl] (6S) monomethanesulf onate 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 229646-75-7 

CMF C27 H31 Cl N4 04 S 

Absolute stereochemistry. 
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RN 229955-03-7 HCAPLUS 

CN Piperazinone, 4- [ [ (IE) -2- (4-chlprophenyl) ethenyl] sulfonyl] - 6- 

(methoxymethyl) -1- [ [1- (4-pyridinyl) -4 -piper idinyl] methyl] - (9CI) 
INDEX NAME) 



(CA 



Double bond geometry as shown. 
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PRIORITY APPLN. INFO. : US 2005-712011P 20050826 

AB The title compds. with general formula I [wherein n = 0 or 1; U, V, W, and X = 
independently CH, N, or C-M, where no more than two of U, V, W, and X = N, and 
. no more than one of U, V, W, and X = C-M; Y and Z = C=C, or when U, V, W, and 
X are absent, Y = a covalent bond and Z = CH2 or CH(M) , where M = 
independently halo, CF3 , N02, etc.; E and D = independently H, alkyl, 
heteroalkyl, etc.; A and B = independently H, alkyl, heteroalkyl, cycloalkyl, 
etc.] or N-oxides, hydrates, solvates, pharmaceutically acceptable salts, 
prodrugs, or complexes thereof were prepared as inhibitors of histone 
deacetylase in a cell. For example, compound II was prepared in a multi-step 
synthesis. II showed histone deacetylase enzyme inhibitory activity with IC50 
value of < 50 nM. 
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additional derivatization also claimed 
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AB The invention relates to heterocyclic sulfonamides of formula I, which are 
inhibitors of Factor Xa. In compds . I, W, X, Y, and Z are independently 
selected from carbon and nitrogen, where at least one of W, X, Y, and Z is 
nitrogen and the bond between X and Y is a single bond or a double bond; n is 
0-3; each Rl is independently H, halo, Cl-3 alkyl, oxo, oxy, oxido, or thioxo; 
R2 is H or oxo; AB is CH2CH2 or CH=CH; m is 0-3; each R3 is independently 
selected from H, OH, oxo, Cl-5 alkyl, carboxy, cyano, tetrazolyl, oxazolyl, 
Cl-5 hydroxyalkyl , etc.; and R4 is H, halo, Me, or amino. The invention also 
relates to the preparation of compds. I, pharmaceutical compris. comprising a 
compound I and a pharmaceutically acceptable diluent or carrier, as well as to 
their use as antithrombotic or anticoagulant agents. Substitution of 6- 
chloro-2-methyl-2H-pyridazin-3- one with piperidine-4 -carboxylic acid gave 
acid II, which was amidated with N-Boc-N ' -allylethylenediamine and deprotected 
to give amine III. Sulf onylation of III with l-benzenesulfonyl-3-chloro-lH- 
indole-6-sulfonyl chloride followed by deprotection, oxidation, and 
heterocyclization resulted in the formation of IV. The compds. of the 
invention are inhibitors of Factor Xa, e.g., compound IV expressed an IC50 
value of 4.8 nM in an anticoagulant activity assay. 
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AB The invention relates to heterocyclic sulfonamides of formula I, which are 

inhibitors of Factor Xa. In compds . I, X is O or S; Y and Z are independently 
selected from carbon and nitrogen; n is 0, 1, or 2; each Rl is independently H 
or Cl-3 alkyl; A and B are each selected from carbon and nitrogen, where at 
least one of A and B is nitrogen; R2 is H or oxo; LI is an aliphatic, 
partially saturated, or aromatic carbocyclic ring containing 0, 1, or 2 
nitrogen atoms; m is 0, 1, or 2; each R4 is independently selected from H, OH, 
oxo, Cl-5 alkyl, carboxy, hydroxy-Cl-5 alkyl, carboxy-Cl-5 alkyl, carbamoyl, 
Cl-5 alkylcarbamoyl , etc.; L2 is a bond, Cl-4 alkylene, or C2-6 alkenylene; 
and R3 is optionally halo- substituted aryl ring containing 0, 1, or 2 
heteroatoms. The invention also relates to the preparation of compds. I, 
pharmaceutical compns. comprising a compound I and a pharmaceutically 
acceptable diluent or carrier, as well as to their use as antithrombotic or 
anticoagulant agents. Substitution of 6 -chloro-2 -methyl -2H-pyridazin-3 -one 
with piperidine-4-carboxylic acid gave acid II, which was amidated with N-Boc- 
N ' -allylethylenediamine and deprotected to give amine III. Sulf onylation of 

III with l-ben.zenesulfonyl-3-chloro-lH-indole-6-sulf onyl chloride followed by 
deprotection, oxidation, and heterocyclization resulted in the formation of 
IV. The compds. of the invention are inhibitors of Factor Xa, e.g., compound 

IV expressed an IC50 value of 4 . 8 nM in an anticoagulant activity assay. 
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Title compds. [I; Rl = H, alkyl ; R2 = OH, alkyl, carboxy, cyano, tetrazolyl, 
alkyltetrazolyl , oxazolyl, isoxazolyl, hydroxyalkyl , carboxyalkyl , 
alkoxyoxoalkyl , carbamoyl, alkyl carbamoyl , dialkylcarbamoyl , 

alkylcarbamoylalkyl, hydroxyalkylcarbamoyl , alkoxyalkylcarbamoyl , etc.; R3 = 
H, halo], were prepared Thus, iso-Pr 4- (3-chloro-lH-indole-6-sulfonyl) -1- [1- 
( 1 -methyl -6 -oxo-1 , 6-dihydropyridazin-3-yl) piperidin-4 -ylmethyl] -6- 
oxopiperazine- 2 -carboxy late (preparation given) inhibited Factor Xa with IC50 
= 2.3 nM. 



Page 24 of 33 



MSTR 1 



Serial No.: 10/628,093 



0=/ "^^^S —^^^ \ CH2-N'^ \- 



G2 = 302 



-G35 



G3 



= 173 



■0: 




[73 



G4 



= carbon chain <containing 1-5 C, saturated> 



G34 

G35 = alkyl <containing 

Patent location: 

Note: 

Note: 

Note: 



1-5 C> 
claim 1 

or pharmaceutical ly acceptable salts 
also incorporates claim 10 
substitution is restricted 



REFERENCE COUNT: 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L48 ANSWER 10 OF 12 MARPAT COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE (S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



140:332498 MARPAT Full-text 

Piperazine derivative and piperazinone derivative 
inhibitors of factor Xa for the treatment of 
cardiovascular disease 

Zhu, Bing-Yan; Zhang, Penglie; Goldman, Erick A. ; Jia, 

Zhaozhong Jon; Huang, Wenrong; Song, Yonghong; Su, 

Ting; Scarborough, Robert M, ; Wu, Yanhong 

Millennium Pharmaceuticals, Inc., USA 

PCT Int. Appl., 79 pp. 

CODEN : PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



Page 25 of 33 



wo 2004032871 A2 
WO 2004032871 A3 



20040422 
20040812 



Serial No.:10/628,093 

wo 2003-US32117 



20031008 



w . 






Z^T 


Hi* I f 




rWJ , 


rx/J , 




DD , 


Tin 

D\J , 


rJK , 


BY , 


D^i f 




, 


V^JN , 




CD 




U / 


C7 




l/XV / 




n7 


12iV- , 




£iO , 


t X , 








vjh , 




nrji 


UP 


UTT 
JIU , 


TTi 


TT. 
XJj, 




TQ 


.TD 


VT? 
JVCi , 






JSK. , 


JVZi , 


T r* 


T V 
XiJ\. , 


T P 






T T 


T.TT 


T "X/ 


MZi. 




Mn 


1*1 Iv , 


MM 




MY 


M7 


IN X , 




"NT 7 


OM 




PG, 


PH, 


PL, 


PT, 


KU , 


KU , 


bv- , 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TJ, 


TM, 


TN, 




TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz. 


vc. 


VN, 


YU, 


ZA, 


ZM, 


ZW 








RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


sz,. 


TZ, 


UG, 


ZM, 


zw. 


AM, 


AZ, 


BY, 




KG, 


KZ, 


MD, 


RU, 


. TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 




FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 




BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


003282566 


Al 


2004 


0504 




AU 2003-282566 


20031008 







PRIORITY APPLN. INFO. : US 2002-417474P 20021009 

WO 2003-US32117 20031008 
AB Piperazine and piperazinone inhibitors of factor Xa and a method of preparing 

such compds. are described. The use of such piperazinone compds . in the 

treatment of cardiovascular diseases is also described. 
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AB Compds. of formula I, wherein n=0-2, R1=H, NH2 , halogen, R2 = H, NH2 , R3 

is any of four ring systems, where m=Oorl, X=0, NR5, S (0)0-2, and may be 
different, R4 = H or one or more groups independently selected from Cl-6- 
alkyl-R6 and aryl-R6, R5 = H, Cl-6-alkyl-R6 , C2-6-alkenyl, aryl, -aryl-Cl-6- 
alkyl, -Cl-6-alkyl-aryl, -Cl-6-alkyl-hetero-Cl-6-alkyl , C02-Cl-6-alkyl-R6 , 
CONH-Cl-6-alkyl-R6, CO-Cl-6-alkyl-R6 , S02-Cl-6-alkyl-R6 , R6 = H, C02H, C02-C1- 
6-alkyl, COCONH2 , CON (CI - 6 -alkyl ) 2 , CHNH (CI- 6 -alkyl ) , CO-Cl-6 -alkyl , CO-aryl, 
CO-heteroaryl, tetrazolyl, NHS02CF3, S02NH-C1- 6 -alkyl , S02N (Cl-6-alkyl) 2 , 
S02NH-aryl; NHCO-Cl-6-alkyl , NHCONHCl-6-alkyl , NHCONH-aryl, NHS02 -CI- 6 -alkyl , 
NHS02-aryl, CN, NH2 , OH, 0-Clr6-alky or 0-aryl,in any tautomeric, salt, 
solvate and/or hydrate form, have utility as inhibitors of PNP. 
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AB Title compds. I [R = bicycloalk (en) yl group Ql; R5, R6 = H, alkyl, 

phenylalkyl, etc.; Rl, R8 = H, alkyl; R9, RIO = H, OH, halo, Me, etc.; Rll = ' 
H, NR12COR13, CONR14R15 ; . R12 = H, alkoxy, alkyl, alkoxycarbonyl , etc . ; R13 = 
H, alkoxy, C02H, alkoxycarbonyl (amino) , etc.; R14, R15 = H, alkyl, 
heterocyclyl, etc.; R16 = (substituted) Ph, -3-pyridyl; Y = CO, S02 ; Z = bond, 
(carbonyl) alkylene; m, n = 0 or 1] were prepared Thus, 1- (0-tolyl) piperazine 
was condensed with (+) -10-camphorsulfonyl chloride and the product condensed 
with EtCN to give, after reduction, I (R = bicycloheptyl group Q2 , R5 = R = H, 
R16 = 2-MeC6H4, Y = S02 , m = 0 , n = 1) (II; R17 = H) which was condensed with 
4 (5) -imidazoleacetic acid to give II [R17 = 4 (5) -imidazoleacetyl] . The latter 
had an inhibiting concn.50 of 8 nM against oxytocin binding at rat uterus 
membrane preparation - in vitro.. 
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L3 
L4 
L5 
L6 
L7 



Serial No.: 10/628,093 

Search History 



STR 

41 SEA SSS FUL LI 



ACT SAC093REGEX/A 



( 1)SEA ABB=ON 

SEL PLU=ON 
( 1136) SEA ABB=ON 

( . 2 08) SEA ABB=ON 

138 SEA ABB=ON 



PLU=ON US 2003-628093 / APPS 
L3 1- RN : 1136 TERMS 

PLU=ON L4 

PLU=ON L5 AND N>=2 AND 0>=4 
PLU=ON L6 AND S>=1 



FILE 



'HCAPLUS' ENTERED AT 08:24:28 ON 20 FEB 2008 
ACT SAC093HC1AU/A 



L8 ( 


178) SEA 


ABB=ON 


PLU=ON 


L9 ( 


1692) SEA 


ABB=ON 


PLU=ON 


LIO ( 


32) SEA 


ABB=ON 


PLU=ON 


Lll ( 


120) SEA 


ABB=ON 


PLU=ON 


L12 ( 


170) SEA 


ABB = ON 


PLU=ON 


L13 ( 


3921)SEA 


ABB=ON 


PLU=ON 


L14 ( 


64 54) SEA 


ABB=ON 


■PLU=0N 


L15 ( 


25) SEA 


ABB=ON 


PLU=ON 


L16 ( 


343) SEA 


ABB=ON 


PLU=ON 


L17 ( 


740) SEA 


ABB = ON 


PLU=ON 


L18 ( 


8035) SEA 


ABB=ON 


PLU=ON 


L19 ( 


4707) SEA 


ABB=ON 


PLU=ON 


L20 ( 


1097) SEA 


ABB = ON 


PLU=ON 


L21 ( 


862) SEA 


ABB=ON 


PLU=ON 


L22 ( 


83 0) SEA 


ABB=ON 


PLU=ON 


L23 { 


28) SEA 


ABB = ON 


PLU=ON 


L24 ( 


3128) SEA 


ABB=ON 


PLU:=ON 


L25 ( 


0) SEA 


ABB=ON 


PLU=ON 


L26 ( 


879) SEA 


ABB=ON 


PLU=ON 


L27 ( 


36) SEA 


ABB=ON 


PLU=ON 


L28 ( 


37) SEA 


ABB=ON 


PLU=ON 


L2 9 ( 


14) SEA 


ABB=ON 


PLU=ON 


L3 0 


32941 SEA 


ABB=ON 


PLU=ON 




L14 


OR L15 


OR L16 ( 




L23 


OR L24 


OR L25 ( 



EWING W?/AU 
BECKER M?/AU 
CHOI-SLEDESKI Y?/AU 
PAULS H?/AU 
CONDON S?/AU 
HE W?/AU 
DAVIS R?/AU 
HANNEY B?/AU 
SPADA A?/AU 
BURNS C?/AU 
JIANG J?/AU 
LI A?/AU 
MYERS M?/AU 
LAU W?/AU 
POLI G?/AU 
BOBKO M?/AU 
MORRIS R?/AU 
KARPINSK J?/AU 
GALLAGHER T?/AU 
NEUENSCHWANDER K?/AU 
GRONEBERG R?/AU 
SABUCO J?/AU 

(L8 OR L9 OR LIO OR Lll OR L12 OR L13 OR 

OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR 
OR L26 OR L27 OR L28 OR L29) 



L31 6 SEA ABB=ON PLU=ON L2 

L32 1 SEA ABB=ON PLU=ON L31 AND L30 

FILE 'WPIX' ENTERED AT 08:26:34 ON 20 FEB 2008 
L33 0 SEA SSS SAM LI 

L34 0 SEA SSS FUL LI 

FILE 'BEILSTEIN' ENTERED AT 08:29:45 ON 20 FEB 2008 

L35 0 SEA ABB=ON PLU=ON L2 

L36 0 SEA ABB=ON PLU=ON L2 

FILE 'MARPAT' ENTERED AT 08:31:53 ON 20 FEB 2008 
L37 0 SEA SSS SAM LI 

L38 10 SEA SSS FUL LI 

L39 10 SEA ABB=ON PLU=ON L38/COM 

FILE 'REGISTRY' ENTERED AT 08:32:31 ON 20 FEB 2008 
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Serial No.: 10/628,093 



L4 0 STRUCTURE UPLOADED 

D 

FILE 'BEILSTEIN' ENTERED AT 08:32:52 ON 20 FEB 2008 
L41 0 SEA SSS SAM L4 0 

L42 1 SEA SSS FUL L4 0 

L4 3 1 SEA ABB=ON PLU=ON L4 2 AND BABSAN/FA 

SEL BABSAN 

FILE »BABS' ENTERED AT 08:34:30 ON 20 FEB 2008 
L44 2 SEA ABB=ON PLU=ON ( 6373992/BABSAN OR 6461519/BABSAN) 

FILE 'BEILSTEIN' ENTERED AT 08:34:40 ON 20 FEB 2008 
L45. 0 SEA ABB=ON PLU=ON L42 NOT L43 

FILE 'WPIX' ENTERED AT 08:35:46 ON 20 FEB 2008 
L4 6 0 SEA SSS SAM L4 0 

FILE 'HCAPLUS' ENTERED AT 08:37:27 ON 20 FEB 2008 
D QUE L31 

L47 5 SEA ABB=ON PLU=ON L31 NOT L32 

FILE 'HCAPLUS, MARPAT, BABS ' ENTERED AT 08:39:08 ON 20 FEB 2008 
L48 12 DUP REM L47 L39 L45 L44 L34 (5 DUPLICATES REMOVED) 
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